W hile m any o f the cu rren t frontline antim alarial drugs are originally o f p lan t o rigin (e.g., quinine, artem isinin), there has been relatively little investigation o f the contributions that m arine natural p roducts m ay play in the discovery o f lead com pounds against m alaria.5-11 G iven the level o f success that has been achieved from terrestrial natural products and the trem endous untapped biosynthetic resource th at the m arine env iro n m en t represents, w e hypothesize th at antim alarial drug discovery from m arine organism s has the potential to p roduce p o ten t and selective lead com pounds. A s an extension o f this hypothesis, w e are m o re broadly evaluating cyanobacterial extracts against a p an el o f tropical parasites, including m alaria, leishm aniasis, C hagas disease, and dengue fever, as w ell as for cytotoxicity to cancer cells. Initial hits are prioritized by their profile o f activities across this p an el o f screens p rio r to further chem ical and biological investigation. 2)) and th at all but one o f these have been show n to derive from cyanobacteria, it is likely th at the configuration at this p osition in 1 is also L. [30] [31] [32] It is also intriguing to recognize a tandem re p ea t o f ketide-extended alanine residues (residues 4 and 5) in gallinam ide A, the first o f w hich is reduced and dehydrated from its interm ediate /1-carbonyl, and the second is enolyzed, O -m ethylated, and then cyclized to the pyrrolinone system . It m ay be that a gene duplication ev en t w as involved in the creation o f these tandem N R PS-PK S m odules. T he inclusion o f structural m otifs from several cy an o bacterial natural products in a single com pound m akes gallinam ide an interesting discovery from a biosynthetic p erspective w hose origins w ould be intriguing to investigate.
R e su lts a n d D isc u s sio n

Experim ental Section
General Experimental Procedures. Optical rotations were measured with a R udolf Research Analytical Autopol II polarimeter. UV spectra were acquired on a Shimadzu UV2401-PC spectrophotometer. IR spectra were obtained on a Therm o Electron Nicolet IR100 spectro photometer. NM R spectra were acquired on a JEOL Eclipse 400 MHz spectrom eter and referenced to residual solvent proton and carbon signals (Óh 1.94, Óc 118.2 for CD3CN). Low-resolution APCI mass spectra were acquired on a JEOL LC-mate mass spectrom eter (INDI-CASAT). Accurate mass ESI mass spectra were acquired on an Agilent ESI-TOF mass spectrom eter (The Scripps Research Institute). HPLC purifications were perform ed on an Agilent 1100 series HPLC system employing a G1312A binary gradient pump, a G1322A degasser, and a G1314A variable wavelength detector tuned to 210 nm with a Phenom enex Jupiter C 18 (4.6 : : 250 mm) RP-HPLC column. All solvents were HPLC grade and were used without further purification.
Collection. The cyanobacterium Schizothrix sp. (44.3 g dry wt) was collected by hand using scuba from a depth o f 12-15 m near Piedras Gallinas (09°33.799' N 79°41.642' W ) in the Portobelo National Marine Park, Colon Province, on the North coast o f Panama. The cyanobac terium was strained through a mesh bag to remove excess seawater, frozen on site, and stored at -4 °C until workup. The taxonom y was identified by comparison with characteristics described by Geitler.33 A voucher was deposited at the Smithsonian Tropical Research Institute, Panama (voucher num ber PAP-04-OCT-05-2).
Extraction and Isolation. Freshly thaw ed m aterial was extracted exhaustively with CH2Cl2/MeOH (2:1, 6 : : 500 mL), and the combined organic extracts were partitioned against H2O (300 mL) and concen trated to dryness in vacuo to give 556 mg o f a dark brown gum. This m aterial was subjected to flash Si gel CC (Aldrich, Si gel 60, 230-400 mesh, 40 180 mm) eluting with 100% hexanes (300 mL); 9:1 hexanes/EtOAc (300 mL); 8:2 hexanes/EtOAc (300 mL); 6:4 hexanes/ EtOAc (300 mL); 4:6 hexanes/EtOAc (300 mL); 2:8 hexanes/EtOAc (300 mL); 100% EtOAc (300 mL); 3:1 EtOAc/M eOH (300 mL); and 100% MeOH (300 mL). The fraction eluting with 2:8 hexanes/EtOAc showed strong antim alarial activity (1 /ig/m L) and so was passed through a C 18 SPE cartridge coupled to a 0.22 p m nylon filter eluting with 100% MeOH. The eluent was concentrated in vacuo, and the resulting brown gum subjected to C is RP-HPLC (Phenomenex Jupiter Cis 4.6 : : 250 mm RP-HPLC column, 5 /m i, 67% M eOH/33% H20 , 210 nm, 1 mL/min, /r 32.6 min) to give 1 as a colorless glass (3.4 mg, 0.6% o f crude extract). The identity o f />-isocaproic acid in 1 was confirmed by co-injection. Retention times in minutes for commercially available standards were as follows: S-isocaproic acid 6.4; R-isocaproic acid 8.1.
